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The fusion protein of Claim 24 wherein the amino aeid sequence of said naturally 
occurring primate MAdCAM is an amino aeid sequence that is at least about 55% similar 
to SKQ ID NO:2. SI-Q ID NO:4 or SKQ ID NO:6. 

The fusion protein of Claim 24 wherein the amino acid sequence of said naturally 
occurring primate MAdCAM is an amino acid sequence that is at least about 75% similar 
to SKQ ID NO:2. SKQ ID NO:4 or SKQ ID NO:6. 

1 04. The fusion protein of Claim 24 wherein the amino acid sequence of said naturally 
occurring primate MAdCAM is an amino acid sequence that is at least about 90% similar 
to SKQ ID NO:2, SKQ ID NO:4 or SEQ ID NO:6. 

1 05. The fusion protein of Claim 24 wherein said primate MAdCAM is encoded by SEQ ID 
NO: 1. SEQ ID NO:3 or SEQ ID NO:5 or a nucleic acid that shares at least about 75% 

jleotide sequence similarity with SEQ ID NOT. SEQ ID NO:3 or SEQ ID NO:5. 
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106. The fusion protein of Claim 24 wherein said primate MAdCAM is encoded by SEQ ID 
NO:l, SEQ ID NO:3 or SEQ ID NO:5 or a nucleic acid that shares at least about 90% 
nucleotide sequence similarity with SEQ ID NO:l. SEQ ID NO:3 or SEQ ID NO:5. 

107. A fusion protein comprising an a4p7 integrin-binding fragment of primate MAdCAM. 
wherein the amino acid sequence of said primate MAdCAM is an amino acid sequence 
that is at least about 55% similar to SEQ ID NO:2, SEQ ID NO:4 or SEQ ID NO:6. 



The fusion protein of Claim 107 wherein said «4p7 integrin-binding fragment is selected 
from the group consisting of a fragment comprising the entire extracellular domain of 
primate MAdCAM and a fragment comprising the two N-terminal immunoglobulin 
domains of primate MAdC AM, wherein the amino acid sequence of said primate 
MAdCAM is an amino acid sequence that is at least about 55% similar to SEQ ID NO:2. 
SEQ ID NO:4 or SEQ ID NO:6. 
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1 09. The fusion protein of Claim 1 07 wherein the amino acid sequence of said primate 
MAdCAM is an amino acid sequence that is at least about 75% similar to SHQ ID NO:2. 
SHQ IDNO:4 or SEQ ID NO:6. 

1 10. The fusion protein of Claim 107 wherein the amino acid sequence of said primate 
MAdCAM is an amino acid sequence that is at least about 90% similar to SEQ ID NO:2. 
SHQ ID NO:4 or SEQ ID N():6. 

111. A hybrid immunoglobulin comprising a fusion protein of Claim 107. 

1 1 2. The hybrid immunoglobulin of Claim 111. wherein said hybrid immunoglobulin is a 
homodimer. 

113. A fusion protein comprising human MAdCAM, wherein the amino acid sequence of said 
human MAdCAM is an amino acid sequence that is at least about 55% similar to SEQ ID 
NO:2 or SEQ ID NO:4. 

1 14. The fusion protein of Claim 1 1 3 wherein the amino acid sequence of said human 
MAdCAM is an amino acid sequence that is at least about 75% similar to SEQ ID NO:2 
or SEQ ID NO:4. 

115. The fusion protein of Claim 1 1 3 wherein said human MAdCAM is encoded by SEQ ID 
NO: 1 , SEQ ID NO:3 or a nucleic acid that shares at least about 75% nucleotide sequence 
similarity with SEQ ID NO:l or SEQ ID NO:3. 

1 1 6. The fusion protein of Claim 1 1 3 wherein said human MAdCAM is encoded by SEQ ID 
NO: 1. SEQ ID NO:3 or a nucleic acid that shares at least about 90% nucleotide sequence 
similarity with SEQ ID NO:l or SEQ ID NO:3. 

117. The fusion protein of Claim 1 1 6, comprising a first moiety and a second moiety, wherein 
said first moictv is a human MAdCAM and said second moiety is at least a portion of a 
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mutant immunoglobulin chain, said mutant having reduced binding affinity for l'c 
receptor and/or complement relative to wild type immunoglobulin. 

118. A hybrid immunoglobulin comprising a fusion protein of Claim 1 1 3. 

1 1 9. The hybrid immunoglobulin of Claim 1 1 8, wherein said hybrid immunoglobulin is a 
homodimer. 

1 20. A fusion protein comprising an a4^7 integrin-binding fragment of human MAdCAM. 
wherein the amino acid sequence of said human MAdCAM is an amino acid sequence 
that is at least about 55% similar to SEQ ID NO:2 or SEQ ID NO:4. 

121. The fusion protein of Claim 1 20, wherein said a4p7 integrin-binding fragment is selected 
from the group consisting of a fragment comprising the entire extracellular domain of 
human MAdCAM and a fragment comprising the two N-terminal immunoglobulin 
domains of human MAdCAM, wherein the amino acid sequence of said human 
MAdCAM is an amino acid sequence that is at least about 55% similar to SEQ ID NO:2 
or SEQ ID NO:4. 



1 22. The fusion protein of Claim 1 20, wherein the amino acid sequence of said human 
MAdCAM is an amino acid sequence that is at least about 75° o similar to SEQ ID NC 
or SEQ ID NO:4. 

1 23. The fusion protein of Claim 1 20. wherein the amino acid sequence of said human 
MAdCAM is an amino acid sequence that is at least about 90" 'o similar to SEQ ID N( 
or SEQ IDNO:4. 

124. A hybrid immunoglobulin comprising a fusion protein of Claim 120. 

1 25. The hybrid immunoglobulin of Claim 1 24, wherein said hybrid immunoglobulin is a 
homodimer. 



08/875.849 




-6- 

1 26. A fusion protein comprising a primate MAdCAM moiety, wherein said primate 

M Ad CAM moiety has binding-affinity for <x4p7 integrin and comprises an amino acid 
sequence selected from the group consisting of SHQ ID NO:2, the amino acid sequence 
of an (x4|i7 integrin-binding portion of the polypeptide shown in l ; igure 1 (SHQ ID N():2) 
and an amino acid sequence with at least about 55% sequence similarity to either of the 
foregoing. 



127. The fusion protein of Claim 126 wherein said tx4p7 integrin-binding portion is a mature 
protein. 

128. The fusion protein of Claim 126 wherein said a4^7 integrin-binding portion is the 
complete extracellular domain. 

129. The fusion protein of Claim 126 wherein said a4p7 integrin-binding portion consists of 
the two amino-terminal immunoglobulin domains. 

130. The fusion protein of Claim 126 further comprising a second moiety, wherein said second 
moiety is at least a portion of an immunoglobulin chain. 

131. A fusion protein comprising a primate MAdCAM moiety, wherein said primate 
MAdCAM moiety has binding-affinity for oc4p7 integrin and comprises an amino acid 
sequence selected from the group consisting of SEQ ID NO:4, the amino acid sequence 
of an ot4p7 integrin-binding portion of the polypeptide shown in Figure 1 (SEQ ID NO:4) 
and an amino acid sequence with at least about 55% sequence similarity to either of the 
foregoing. 

1 32. The fusion protein of Claim 1 3 1 wherein said a4p7 integrin-binding portion is a mature 
protein. 



133. The fusion protein of Claim 131 wherein said cx4p7 integrin binding portion consists of 
the complete extracellular domain. 
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1 34. I he fusion protein of Claim 1 3 1 wherein said a4(n integrin binding portion is the two 
amino-terminal immunoglobulin domains. 

1 35. The fusion protein of Claim 1 3 1 further comprising a second moiety, wherein said second 
moiety is at least a portion of an immunoglobulin chain or immunoglobulin chain.— 

REMARKS 

Claim 27 has been cancelled. Claims 24, 25 and 28 have been amended and Claims 101- 
135 have been added. 

Claims 24 and 25 have been amended to recite naturally occurring primate MAdCAM. 
Support for the amendment is found throughout the specification, for example, at page 13, lines 3 
and 4. 

Claim 25 has been further amended to delete ''or variant thereof". Claim 28 has also been 
amended to delete "or variant thereof. 

Claim 101 is drawn toward a fusion protein wherein the second moiety is at least a 
portion of a mutant immunoglobulin chain having reduced binding affinity for Fc receptor and/or 
complement. Support for the claim is found at page 1 7, lines 11-18, for example. 

Claims 102-135 are drawn toward fusion proteins that contain a MAdCAM moiety that 
has a specified amino acid sequence. Support for the amino acid sequences recited in the claims 
can be found throughout the specification, for example in Figures 1-3 and at page 17. line 18 et 
seq. An algorithm suitable for determining % similarity of nucleotide and amino acid sequences 
is described at page 48, lines 19-31. Support for the MAdCAM moiety being the entire 
extracellular domain or two N-terminal immunoglobulin domains of a MAdCAM, as recited in 
Claims 108. 121, 128, 129, 133 and 134, is found at page 16, lines 25-3 1 , Example 3 and Claim 
27 as originally filed. Support for the MAdCAM moiety having binding affinity for a4p7 
integrin, as recited in Claims 107, 120, 126 and 131, is found at page 13, lines 3-15 and page 14, 
line 1 8 et seq. 

The amended claims and new claims find support in the specification and claims as 
originally filed. Therefore, this Amendment adds no new matter. 

Additional remarks are set forth below with reference to the numbered paragraphs in the 
Office Action. 



